Introduction
============

Pemphigus is a chronic inflammatory autoimmune bullous disease. There are 0.5 to 3.2 cases reported each year per 100,000 population, with the highest incidence in the 5^th^ and 6^th^ decade of life, with male to female ratio of 1:2. ([@R1]). Some rare cases have been reported in children and the elderly ([@R2]). The major variants of pemphigus are pemphigus vulgaris, pemphigus vegetans, pemphigus foliaceus, pemphigus erythematosus, paraneoplastic pemphigus (PNP) and drug related pemphigus. Pemphigus Vulgaris is the most common form of pemphigus, accounting for over 80% of cases ([@R3]). In the majority of patients, it affects the oral mucosa and is sometimes difficult to diagnose when only mucosal involvement is present.

Lesions may occur anywhere on the oral mucosa, but the buccal mucosa is the most commonly affected site followed by involvement of the palatal, lingual and labial mucosa. Gingiva is the least commonly affected site and desquamative gingivitis is the commonest manifestation of the disease when gingival is involved ([@R3]). In many patients, oral lesions are followed by the development of skin lesions ([@R4],[@R5]). If oral pemphigus vulgaris can be recognized in its early stages, treatment may be initiated to prevent the progression of the disease to skin involvement. Diagnostic delays of greater than 6 months are common in patients with oral pemphigus vulgaris ([@R6]). The oral cavity may be the only site of involvement for a year or so, and this may lead to delayed diagnosis and inappropriate treatment of a potentially fatal disorder. This case report describes the case of a patient complaining of ulcers in the mouth and difficulty in swallowing since 20 days, who was diagnosed as having Pemphigus vulgaris.

Case Report
===========

A 40-year-old male patient resident of Karwar, Karnataka, reported with the chief complaint of ulcers in the mouth and difficulty in swallowing solid food and liquids since 20 days. History revealed that the patient first noticed dysphagia for solid food which progressively increased in severity. At the time of presentation, the patient had dysphagia for liquid as well. The patient had noticed ulcers of the mouth which bled on brushing, and increased salivation in the morning was reported. The patient did not report of skin lesions or involvement of other mucosal sites. A review of medical and family history was noncontributory. The patient had poor oral hygiene with adverse habit of taking betel quid with tobacco 10 times daily and smoking 35 bidis per day since 10 years. He was also habit of alcohol consumption of 2 quarters per day from last 10 years.

On general examination, the patient was moderately built and signs of anemia were present. Submandibular lymph nodes were enlarged, palpable and tender bilaterally. Intra-oral examination revealed ulcerative lesions present on bilateral buccal mucosa along the line of occlusion extending from retrocommisural areas to the retromolar trigone posteriorly ([Figure 1](#F1){ref-type="fig"}). Lesions extended superiorly from the line of occlusion and were irregular in shape covered by pseudomembrane with erythematous surrounding. On manipulation, bleeding was present. Similar lesions with irregular borders associated with flaacid bullae were present in the lower buccal vestibule in relation to molar region. Lesions were also present posteriorly on the lateral border of the tongue on left side. Erosive lesions were seen involving posterior hard plate, soft palate, faucial pillars and extending to the oropharynx ([Figure 2](#F2){ref-type="fig"}). There were diffuse areas of erosions covered by pseudo membrane at some sites. Nikolysky\'s sign showed a positive reaction. Generalised teeth attrition and gingival inflammation with bleeding on probing were present.

![Intra-oral photograph of the patient showing ulcerative lesions present on bilateral buccal mucosa along the line of occlusion; the lesions with irregular borders associated with flaacid bullae in lower buccal vestibule in relation to molar region seen](EJHS2504-0367Fig1){#F1}

![Intra-oral photograph of the patient showing erosive lesions involving posterior hard plate, soft palate, faucial pillars and extending to the oropharynx](EJHS2504-0367Fig2){#F2}

The clinical presentation of chronic multiple oral ulcers, flaccid bullae and positive Nikolysky sign in this case led to provisional diagnosis of vesiculo-bullous lesion affecting the oral cavity. Differential diagnosis included pemphigus vulgaris, mucous membrane pemphigoid, bullous lichen planus, para neoplastic pemphigus, chronic ulcerative stomatitis, recurrent herpes lesions in immunocompromised patients and erythema multiforme.

Routine haematological and biochemical investigations were within normal limits except haemoglobin of 9.5mg%. Incisional biopsy was performed from peri lesional site of the right buccal mucosa. Histopathological examination revealed parakeratinized stratified squamous epithelium with intra-epithelial blister formation. Split area was covered by thick area of fibrinous exudate consisting of inflammatory cells. Occasional giant cells (Tzank cells) were seen in the split area. Chronic inflammatory cell infiltrate in the sub epithelial and perivascular region was evident ([Figure 3](#F3){ref-type="fig"}). Based on the histopathological findings, a final diagnosis of pemphigus vulgaris was made.

![Photomicrograph (X40, Hematoxylin and eosin stained) showing parakeratinized stratified squamous epithelium with intra-epithelial blister formation; occasional giant cells seen in the split area; chronic inflammatory cell infiltrate in the sub epithelial and perivascular region evident.](EJHS2504-0367Fig3){#F3}

The treatment plan comprised oral prednisolone 60 mg/day for 4 days along with multi-vitamin and analgesic. Topical analgesic mouthwash and 0.1% Triamcinolone acetonide ointment were also prescribed to the patient. On the first follow-up, the patient had 50% reduction in symptoms with partial healing of lesions, erythema and inflammation in relation to ulcers had reduced ([Figure 4](#F4){ref-type="fig"}). The dose of Wysolone was tapered to 40 mg/day for the next four days. On second follow-up, 20% reduction in symptom compared to the first follow-up was noticed. The number of lesions reduced. Biopsy site healed. Suture removal was done and prednisolone dose was tapered to 20mg/day for 4 days. On the third follow-up, 90% reduction in symptom was noticed; lesions healed almost completely ([Figure 5](#F5){ref-type="fig"}).

![Intra-oral photograph of the patient showing reduction in the size of the lesions and reduction in the erythema and inflammation associated with it](EJHS2504-0367Fig4){#F4}

![Intra-oral photograph of the patient showing almost complete healing of ulcerative lesions.](EJHS2504-0367Fig5){#F5}

Pemphigus vulgaris is a rare cause of chronic ulceration of the oral mucosa. The mouth may be the only site of involvement for a year or so. In this case, early diagnosis and lower doses of medication for shorter period of time was could control the disease.

Discussion
==========

Pemphigus is defined as a group of life threatening blistering disorder of skin and mucous membrane characterized by acantholysis (loss of keratinocyte to keratonicyte adhesion). The process of acantholysis is induced by circulatory autoantibodies to intercellular adhesion molecules ([@R6]). In most cases (70--90%), the first sign of the disease appears on the oral mucosa. While the lesions can be located anywhere within the oral cavity, they are most commonly found in areas subjected to frictional trauma such as the cheek mucosa, pharynx, larynx, esophagus, genital mucosa as well as the skin where intact blisters are commonly seen ([@R7]).

The major variants of pemphigus are pemphigus vulgaris, pemphigus vegetans, pemphigus foliaceus, pemphigus erythematous, paraneoplastic pemphigus and drug related pemphigus. Each form of this disease has antibodies directed against different target cell surface antigen, resulting in a lesion forming in different layers of the epithelium ([@R8]). Pemphigus vulgaris is the most common form of pemphigus, accounting for over 80% of cases ([@R5]).

The underlying mechanism responsible for causing the intraepithelial lesions of pemphigus vulgaris is the binding of Ig G autoantibodies to desmoglein 3, a transmembrane glycoprotein adhesion molecule present on desmosome. The binding of Pemphigus Vulgaris antibody activates protease, whereas more recent evidence support the theory that the Pemphigus vulgaris antibodies directly block the adhesion function of the desmoglein ([@R9], [@R10], and [@R11] The separation of cells called acantholysis takes place in the lower layers of stratum spinosum, which results in the formation of suprabasilar bulla. The bulla increasingly involves a larger area of epithelim, resulting in loss of large area of skin and mucosa.

The classical lesion of pemphigus is a thin walled bulla arising on otherwise normal skin or mucosa. A characteristic sign of the disease may be obtained by the application of pressure to intact bullae. In a patient with Pemphigus Vulgaris, bullae enlarges by extension to an apparently normal surface. Another characteristic sign of the disease is the pressure to apparently normal area resulting in the formation of a new lesion. This phenomenon, called Nikolysky sign, results from the upper layer of the skin pulling away from the basal layer. Nikolysky sign is also found to be positive in toxic epidermal necrolysis, scalded skin syndrome (both of which are acute conditions) and mucous membrane pemphigoid ([@R12]).

If proper history is taken, the clinician should be able to distinguish the lesions of pemphigus from those caused by acute viral infections like herpes and erythema multiforme. Immunocomprised patients present with recurrent herpetic simplex infections in the form of atypical ulcers, which may last several weeks or months if undiagnosed and untreated. Moreover, the presence of Tzank cells may complicate the diagnosis. Since in the present case, the patient did not give history of immunocompromise like chemoptherapy, organ transplant or acquired immune deficiency syndrome, recurrent herpes simplex infection could be safely ruled out.

Differential diagnosis of Pemphigus Vulgaris can be done from other similar conditions by biopsy and direct immunoflorescence. Biopsies are best done on intact vesicles and bullae less than 24 hours old. The biopsy specimen should be taken from the advancing edge of the lesion, where the area of characteristic suprabasilar acantholysis can be observed by the pathologist. Supra basilar split seen in Pemphigus Vulgaris helps distinguish this condition from sub-epithelial blistering diseases such as mucous membrane pemphigoid, bullous lichen planus and chronic ulcerative stomatitis. Indirect immunoflorescence is helpful in further distinguishing pemphigus from pemphigoid and other chronic oral lesions and is useful in following the progress of patient for pemphigus. The diagnosis is confirmed by the characteristic deposition of IgG and other C3 antibodies that bind to cell surface of perilesional skin or mucosa ([@R13],[@R14]). Indirect immunoflorescence is less sensitive than direct immunofluorescence, but may be helpful if biopsy is difficult. ELISA has been developed that can detect desmoglein 1 and 3 in serum sample of patients with Pemphigus Vulgaris ([@R14]). The presence of anemia and submandibular gland lymphadenopathy along with painful stomatitis and acantholysis on histopathological investigations in the present case led to the differential diagnosis of paraneoplastic pemphigus. Absence of underlying lymphoproliferative disorder, the reduced severity of the lesions and absence of inflammation at the dermal-epidermal junction and keratinocyte necrosis in addition to characteristic acantholysis helped rule out this condition. Also, direct immunoflorescence of para neoplastic pemphigus shows deposition of IgG and complement along the basement membrane as well as on the keratinocyte surface in an intercellular location ([@R15]).

An important aspect of patient management is early diagnosis when lower doses of medication can be used for shorter periods of time to control the disease. Dental professionals must be sufficiently familiar with clinical manifestation of pemphigus vulgaris to ensure early diagnosis and treatment, since this in turn determines the prognosis and course of the disease. Institution of early treatment could prevent serious involvement of other mucosa and cutaneous sites and fatal complications. Pemphigus Vulgaris is generally managed with local and systemic corticosteroid therapy. Treatment is administered in 2 phases: a loading phase, to control the disease, and a maintenance phase, which is further divided into consolidation and treatment tapering. Local treatment consists of a paste, an ointment or a mouthwash administered alone or in conjunction with systemic treatment. Intralesional injections of corticosteroids have been used for the management of persistent lesions ([@R16]). In cases of extensive oral lesions or involvement of other mucosa and skin, systemic corticosteroid therapy is initiated immediately. The initial of prednisone 0.5--2 mg/kg is recommended ([@R17]). Depending on the response, the dose is gradually decreased to the minimum therapeutic dose, taken once a day in the morning to minimize side effects. When steroids are used for longer periods of time, adjuvants such as Azathioprine or Cyclophosphamide are added to the regimen to reduce the complications of long term corticosteroid therapy. Before the advent of corticosteroid therapy, pemphigus was fatal, with a mortality rate of up to 75% in the first year. It is still a serious disorder, but the 5% to 10% mortality rate is now primarily due to the side effects of therapy ([@R18]).
